and the circadian rhythm of cortisol in patients with mild to moderate AD were compared with those of normal controls.
The hippocampus is the site of early pathological lesions of AD. This brain region, critical for memory performance, mediates the inhibition of glucocorticoid secretion arising at the end of the stress. 4 Since hyperactivity of the hypothalamic-pituitary-adrenal (HPA) axis has been described in AD patients,'5 hippocampal degeneration has been proposed as either the cause or the effect of HPA hyperactivity.
Adrenal hyperactivity in AD patients is not universally accepted, however, and normal activity of HPA axis has been reported."' Our study was performed to evaluate the clinical equivalent of the "glucocorticoid cascade hypothesis" in view of the conflicting results of previous studies. Dexamethasone suppressibility of plasma ACTH and cortisol and the circadian rhythm of cortisol in patients with mild to moderate AD were compared with those of normal controls.
Subjects and methods
Fourteen patients with AD, 10 women and four men, aged 59-79 years, were studied. All had clinically probable AD, according to standard research criteria.'2 They had had mild to moderate dementia for two to four years.
The controls were 13 age matched subjects, four women and nine men, with normal neurological examination and history, admitted to hospital for minor medical problems. Patients and controls had been admitted to hospital for at least one week and were free of drugs when tested. The controls and 10 patients gave their consent to the study; permission was given by the next of kin for the other four patients.
Exclusion criteria were: history or clinical evidence of depression, as evaluated by the Hamilton Depression Scale; obesity and endocrinopathy; infectious and neoplastic disorders.
After an overnight fast, a blood specimen was taken at 8 After dexamethasone administration, both patients and controls showed significant reductions of ACTH plasma concentrations: 8 4 ( 2 1) versus 7 5 (1-5) at 8.00 am and 9 2 (6 2) versus 7-8 (1-7) . The degree of ACTH reduction was similar for the two groups.
The circadian rhythms of plasma cortisol were normal for the seven AD patients in whom it was studied: 16-6 (3 3) at 8.00 am, and 3-9 (1 -2) at 11 pm. There was no correlation in the AD patients between severity of dementia or duration of the disease and basal and postdexamethasone levels of ACTH or cortisol.
Discussion
This study of AD patients in early stages of their disease demonstrated normal secretory dynamics of circulating ACTH and cortisol.
The dexamethasone suppression test has been widely used to study demented patients, 5 
